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I. Rejection of Claims Under 35 U.S.C. 112, First Paragraph 

Ciaiit 11 has been rejected under 3 5 U.S.C. 112, rirst 
paragraph, as corn a 1 ri log subject matter wnicn was not described in 
.he specification in such a way as to reasonably convey to one 
skilled in the relevant art that the inventor, at the time the 
application was filed, had possession of the claimed invention. 
The Examiner sugqests that this claim is drawn to a compound which 
hybridizes with an active site which is not defined in a way in the 
specification that allows one to understand how i. t is 
experimentally determined. Applicants have canceled c_aim V) - 
Withdrawal of tnLs rejection is respectfully requested. 

Clalrts 15-23 nave been rejected under 35 U.S.C. §112, first 
paragraph, as containing subject matter which was not described m 
the specification in such a way as to enable one skilled in the art 
to which it pertains, or with which it is most nearly connotled, to 
make a:ic/or use trie invention commensurate in scope with these 
claims. The Evan i ner acknowledges that the specification while 
be'nq enabling foi antl sense inhibition of phospholipid scramolaae 
1 e >:o rcssion .i n v : r r o does no L re a s on a o 1 y p rov i do e na b 1 omen r_ f o r 1 
vi vc antisense 1:": h oi 1 1 on of expression of phospholipid seia-hlase 
1; the "xanrdner- ■-- 1 - r s several articles to Support this position, 
/applicants reste : .tally traverse this t l j et : :, on of the cla r.s. 
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Applicants disagree with the Examiner's suggestion that cited 
references support the position that application of ant i sense .in 
vivo is highly unpredictable. 

The Examiner has pointed to articles concerning the technology 
of antisense oligonucleotides to support the view that anciserse 
technology is unpredictable. However, when one reads each ci the 
papers as a whole, as required under MPEP 21.41. 02 r these references 
actually teach the potential usefulness of this class of drugs i;i 
humans, and more importantly fail to provide any reasonable basts 
to doubt the pharmacological activity observed in cells in toe 
instant invention would also occur in cells in animals and humans, 
f studies presentee in the instant specification. Therefore, what 
these paoers cited by the Examiner actually teach is that antisense 
oligonucleotides must be developed using well designed studies bhac 
progress logically from activity in cells to activity in animals 
and humans. Nowhere in t::c references cited do the authors state 
or suggest that results of well-designed in vitro pharmacological 
studies would not re predictive of activity in vivo. 

The paper by Pt^asch and Corey (2002) describes the ad-nr:-^^ 
that have been mace in the design of antisense compounds over .he 
years. Induced _t the discussion are the types of advances : h ~ r 
are taught r n the ^ . "-till c all o M a S f i 1. e d . N owh ore :n the retVr e- :. -e 
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do the authors stare or suycost that results of well-designed i/i 
''itro oharmaco] ogical studies would not be predictive of activity 
in vivo. In fact, the paper states in the abstiac^ that su^ess m 
clinical trials wi th these agents has occurred. - 

The paper by Tano et al. (2001) is another more recen: review 
of the an ti sense technology and its spec! lie application to 
oncology. Again, although the use o~ antisense is discussed in 
lorrns of what can go wrong, the paper again describes advances such 
^s chose taugrit in the instant specification- Nowhere in the 
reference do the authors state or suggest that results of v;cii- 
designed i n v i L r o o h a r c, aco logical s L u o i e s w o u 1 d not be p r e d i c 1 1 v e 
c f a c t i. v i t y in v i v o . 

i'he paper by Branch (1398) teaches the need to deve'op 
anir.isenss molecules based en sound data and careful screening/ such 
as is presented m the instant specification. Nowhere does the 
p£p er state that extrapolation from in vitro data to ±n ; /i Tr c 
effects is unprcdictab" e . 

The papers by Gewirtz et al. (1996.! and Agrawal (1996 i a^a 
older papers not relevant to the state of the art of antiserse 
compounds in 20C". , the filing date of tne instant application. 
Both pacers discuss ir general terras issues that were related ■ 
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older ant i sense technology. However, nowhere do these papers state 
that extrapolation from in vitro data to in vivo effects is 
nnpr edict able 

However, Applicants have amended clairi 15 to reci~e that the 
methoi is performed in vitro in an carries, effort to advance the 
prosecution and facilitate the allowance of this case. Claims .' 6- 
20 have been canceled with Applicants reserving the right to iiJe 
a continuing application directed to this subject matter without 
prejudice. Withdrawal oi the rejection i- requested in light of 
these amendments . 

II. Rejection of Claims Under 35 U.S.C. 102/103 

Claims 1 and 2 have been rejected under 35 "J . 5 . C . 102(b) ana' 
103 (a- as being anticipated and/or made obvious by Zhou et al. 
(1997) or Weidmer et al. (US Patent ^ , 2 04 , C35) . The Examiner 
suggests that both references teach PCR primers :hai are engineered 
zo bind phospholipid scramblase 1 ana would specifically 

hybridise with phospholipid scramblase 1 because it is essentially 
identical in sequence to the applicant's c'aim. Appiicarc.s 
-esccct fully t reverse this rc j ection . 

At the outset, Applicants have - .en claim l f u:id by 

copendency claim 2, lo recite that the e<_:c oounds of the instant 
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invention are targeted to specific regions within the sequence of 
phospholipid scramblase 1 of SF.Q ID NO: 3, regions that do not 
include the st^rc codon or 3:00 codon region. Support for these 
amordments to the claims can be found throughout the specification 
a s f j ] ^ ouz i ri par t .1 cu la r a r pages 8 2 -8 5 . 

Zhou et al. (1997) discloses the. cloning of human phospholipid 
scrcrnoiase 1. from human leukemia cells. In rhe paper, the authors 
discuss use of two PCR pnr.ers that would by ::he:.r nature bind to 
the sequence of human scramblase 1. The :wo primers were targeted 
to the start codon region and the stop codon region of full-lengih 
phospholipid scraiubiaae 1. Nowhere does this paper teach or 
suggest antisense compounds as claimed that are targeted tc 
specific regions of :he human phospholipid soramblase 1 oi SrQ ID 
NO: 3. 

Weidmcr et al. { US Patent 6,204,035) discloses zhe sequence of 
human phospholipid scramblase 1 and also toe same PCR primers than 
were disclosed above by Zhou et ai. (1997). The two primers are 
a cain targeted to rho start codon region ana rhe stop codon regior 
of human phospholipid scramblase 1. Nowhere does this paper :sac:: 
cr suggest antiscnse compounds as claimed rhat are targeted to the 
specific regions or -.he human phospholipid sciamblase 1 of Li; 
^0: 3 as recited in amended claim 1. 
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Under both 35 U.S.C. 102(b) and 103(a), in order to establish 
anticipation or obviousness, ".he cited references must teach the 
invention of the cited claims by teaching its iiiniia Lions . Neither- 
cited reLcrence discloses antisen.se compounds that are targeted to 
the claimed req Ions of hu~an phospholipid scr.smolase 1 of SEQ ID 
NO: 3 ana thus cannot anticipate or ~ake obvious the invention of 
the amended claims (MPE? 2131 and 2143). Accordingly, withdrawal 
or Lnis rejection is respectfully requested. 

III. Rejection of Claims Under 35 U,S.C. 103(a) 

Claims 1, 2 and 4-14 have been rejected under 35 U.S>C. 103 Ja) 
as oeinq unpatentable over Wei diner et a .1 . or Zhou ei ai. , in view 
of Baracchini cL a'.. :U3 Patent 5, 801,154). The Examiner suggests 
that iL would have been prima facie obvious to one ol oro^^ry 
skill to use the cDMA .sequence of Zhou et ai . or Woidmet et al. tc 
generate antl sense sequences for inhibition of phospholipid 
scranblase 1 express" or. and then incorporate trie da; med 
modifications as taaqht oy Raracchini et al. The Examiner suOQests 
Lnat one of skill v.edd have motivated by Wei diner ec a.. :i.r 
teaching thai L'ne :-' sequence can be used to create ant.isei.b-: 
sequences and rha- i - i : i r '.on of thromboses, clot formation or cell 
clearance could xos..LL, while Baracchini et al - teach r--- 
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"edit ica Lion oL ar.Lisense is desired. Trie Hxartiner suggests tha: 
an expectation of success is provided by the fact, that Weidmer 
Loaches that, formation of ant. i sense compounds Iron a cDNA sequence 
is routine, Applicants respectfully traverse this rejection, 

AL Lhe outset, claim 1 and its dependent claims have been 
amended as discussed supra to recite aribisense compounds targeted 
to specific regions of hunan phospholipid scrarnblase 1 of SEQ ID 
NO . 3 . 

As discussed supra, Zhou ec al. and Wei drier et al. fail to 
teach or suggest cir.ti sense compounds as claimed which are targeted 
to specific regions of human phospholipid sorarcbliise 1 of S"Q 1 ^ 
NO: 3, specific regions other than the start coder or stop coder 
regions. Therefore, these primary references fail to teach the 
limitations of the claims, either alone or when combined with cthe: 
re I ere noes cited. 

The secondary reference cited fails to overcome the 
deficiencies in teaching of the primary references. 

Ra^-acchinr eL al . I'JS Patent 801, 154) teaches methods o* 
• v rjdi f yir.q antiser.se oligonucleotides re enhance activity. ilowc/e::, 
nowhere do tcis parent teach or suggest antisense oligonucl e:,~ ~ les 
o to 50 nncltobtses in length tarqeted to human phospho 1 : p :. d 
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scra~blase of SEQ ID KG: 3, or any region of such a nucleic acia 
mo 1 1 cuic . 

To establish a prims facie case of obviousness, three basic 
criteria must be met . K.PFP 2143. First, Lhere must; be sore 
suggestion or motivation, either in r.he references themselves or in 
tec knowledge generally available to one of ordinary skill in the 
art, r.o modify Lhe reference or to combine reference teachings. 
Second, there must be a reasonable expectation of success. 
Finally, the prior art must teach or suggest ell claim limitations. 
Cleiriy, the combination of prior art cited fails Co tear! cr 
suggest the -irritations of the claims as amended, which claim 
ant i sense compounds targeted to specific reqions of riurran 
phospholipid scraTrblase 1 oi SEQ ID >K). 3, and thus cannot render 
fine instant claimed invention obvious* Further, the reference t>l 
Weidmer et ai. does not teach use o~ any specific antisensc 
compound to inhibit expression of the human phospholipid scramb'ase 
I gene, and thus fails to provide one of skill with a reasouafu e 
expectation of success as asserted by the Ix ami nor. It is on_y 
with the specification : n hand that one of skill would underst_u;u 
new to make and utse the claimed antisonse, in particular what 
regions of the gone to target wiLh ~nti sense as now claimeo. 
Wiibdrawal of this -ejection is thcielhoe iespecLially recui-si _- \. 
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IV. Conclusion 

Applicants believe thai the foregoing comprises a full and 
complete response to the Office Acrion of record- Accordingly, 
favorable reconsideration and subsequent allowance of the pending 
c1a:ns is earnestly solicited. 

Attached hereto is a rr.arked-up version of the changes mads to 
-he claims by the current amendment. The attached page is 
captioned " VERSI ON WITH MARKINGS TO SHOW CHANGES MADE ." 

Respectfully submitted, 



Jane Massey Licata 
Registration No. 32,257 



D ate: February 3 , 2 003 



Licata & Tyrrell P.C. 
6 6 r , Mai. n 8 trest 
>!arl:cn, Mew Jersey 08C53 



: - 310-1515 
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VERSION WITH MARKINGS TO SHOW CHANGES MADE 
In the Claims : 

Claires 11 and 16-20 have been canceled without prejudice. 
Claims 1 and 1:3 have beer: amended as follows : 

1. (amended) A compound 8 to :>w nucloobases In length 

Caraeted to a b ' - unt r anslated region, ...j roding region ^ QJL a 3 ' - 

unL ransl a ted region of a nucleic i;cid molecule encoding human 
Phospholipid scramblase I (3SQ ID NO: 3) , wherein said compound 
specifically hybridizes with one of said regiens and jnhibits Lhe 
expression of horn an Phospholipid scramblase 1. 

15. (amended) A method of i:i:iioiting the expression of 
Phospholipid scramblase 1 in cells or tissues comprising contacting 
• s ■ d cells or tissues in vitro with the ant is ens e compound o - " claim 
] so that expression ol Phospholipid scramblase I is ;.nhibi-ed. 
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